Morphological spectrum of immune checkpoint inhibitor therapy associated gastritis.
Immune checkpoint inhibitors are frequently used in the treatment of a variety of solid tumors. The mechanism of action of these drugs involves upregulation of cytotoxic T cells, which can lead to lack of self-tolerance and immune-related adverse events, including those involving the gastrointestinal tract. This study was performed to characterize the histologic features of immune checkpoint inhibitor therapy associated gastritis. Gastric biopsies from patients on immune checkpoint inhibitor therapy with clinical suspicion of drug-associated gastrointestinal injury were identified. The predominant histological pattern of injury, distribution of injury, degree of tissue eosinophilia and prominence of apoptosis were recorded. Presenting symptoms, treatment and follow up data was obtained by medical chart review. The 12 patients included in the study group were treated with ipilimumab, nivolumab or pembrolizumab for a variety of tumors. Symptoms at presentation included nausea, vomiting and diarrhea. Chronic active gastritis with intraepithelial lymphocytosis and prominent apoptosis was seen in 8/12 patients and was the most useful combination for the diagnosis of drug-induced gastritis in these patients. Four patients showed focal enhancing gastritis with a lymphohistiocytic cuff around inflamed glands reminiscent of Crohn's disease. One of those four patients was homozygous for the ATG16L1 Crohn's disease-associated gene variant but had no history of inflammatory bowel disease. Ten patients responded to medication withdrawal and steroid therapy while two required treatment with infliximab. Awareness of the morphological spectrum of immune checkpoint inhibitor therapy associated gastritis is important for accurate diagnosis and prompt management of these patients.